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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election without traverse of species GLP-1 in claim 10 as an endogenous 
ligand and metabolic disease in claim 15 as a target disease in the reply filed on 
10/15/2008 is acknowledged. Claims 1-7, 10, and 14-16 are currently under 
consideration. All other claims are withdrawn from further consideration pursuant to 
37 CFR 1.142(b) as being drawn to a nonelected species, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 
10/15/2008. 

Information Disclosure Statement 

2. The information disclosure statement filed on 05/15/2007 has been considered by the 
Examiner and a signed copy of the form PTO-1449 is attached to the office action. 

Drawings 

3. The drawings filed on 09/26/2006 are accepted by the Examiner. 

Priority 

4. Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which 
papers have been placed of record in the file. 
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Claim Rejections— 35 USC § 101 

5. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

6. Claim 16 is rejected under 35 U.S.C. §101 because the claimed invention is not 
supported by either a specific and substantial asserted utility or a well-established 
utility. A specific and substantial utility is one that is particular to the subject matter 
claimed and that identifies a "real world" context of use for the claimed invention 
which does not require further research. 

Claim 16 is drawn to a method for the prophylaxis and/or treatment of a 
disease in a mammal, wherein an increased blood concentration and/or a prolonged 
blood half-life of an endogenous ligand and/or is effective for the prophylaxis and/or 
treatment of the disease, comprising administering to the mammal an effective 
amount of an antibody that has an affinity to the endogenous ligand but does not 
neutralize the same substantially, so as to increase the blood stability of the 
endogenous ligand, thereby enhancing a receptor activity-regulatory action. The 
determination of the utility of the claimed invention is limited to the method of 
treatment of a disease. Since the method does not specify a specific disease, the 
claimed method does not have a specific and substantial utility. 

7. Claim 16 is also rejected under 35 U.S.C. 112, first paragraph. Specifically, since the 
claimed invention is not supported by either a specific and substantial asserted utility 
or a well established utility for the reasons set forth above, one skilled in the art 
clearly would not know how to use the claimed invention. 
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Claim Rejections— 35 USC §112, 2 nd paragraph 

8. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

9. Claims 2 and 14-16 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 2 and 16 are indefinite because they recite "a receptor activity- 
regulatory action". It is unclear what the metes and bounds of the limitation are. 

Claims 14 and 16 use the ambiguous language "and/or", rendering the claims 
indefinite. In addition, the claim language of claim 14 is so ambiguous that the claim 
fails to particularly point out and distinctly claim the subject matter. Claim 15 is 
rejected as a dependent claim from claim 14. 

Claim Rejections— 35 USC § 102(b) 

10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

11. Claims 1-7, 14, and 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Frincke et al. (US Patent No. 5,055,289, Oct. 8, 1991). 
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Frincke et al. teach a method for treating viral diseases and tumors in an 
animal comprising administering to the animal an effective amount of an endogenous 
ligand, interferon, and an antibody that binds the interferon at a site which does not 
substantially impair its therapeutic activity and which extends the serum half-life of 
the interferon (see, e.g., claim 11). Frincke et al. teach that interferon has a 
therapeutic effect in the treatment of certain malignant tumors including breast cancer 
(column 4, lines 8-12). Binding of the antibody to the interferon did not inhibit the anti- 
viral property (column 4, lines 66-68) or anti-proliferative activity (column 5, lines 5-7) 
of the interferon. 

Frincke et al. teach that when alpha-interferon:IFG252.2 complex administered 
to rats, the serum half-life of interferon was twelve times longer than when alpha- 
interferon was administered alone, 84 minutes versus 6.8 minutes (column 5, lines 
29-47). The blood concentration of the interferon when alpha-interferon:IFG252.2 
complex was administered was about seven times higher than when alpha-interferon 
was administered alone (50,000 u/ml x min versus 7,047 u/ml x min; column 5, lines 
38 and 46). 

Thus, the reference of Frincke et al. meets the limitations of claims 1-7, 14, 
and 15. 

12. Claims 1-7, 10, 14, and 15 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Hamaguchi et al. (WO 91/12022, August 22, 1991), as evidenced by Frincke et al. 
(WO 85/00974, March 14, 1985). 
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Hamaguchi et al. teach a method for improving the blood stability of IL-2 in rat 
comprising administering intravenously to the rat an effective amount (a dose 
equivalent to 100 \xg of the rhlL-2) of an immune complex of anti-IL-2 monoclonal 
antibody and IL-2 (Experimental Example 1, page 39). The serum rhlL-2 
concentration was about 7 times higher than when rhlL-2 was administered with a 
control antibody (page 39, line 20-22). The specific activity of the immune complex 
per rhlL-2 was identical to that of rhlL-2 itself (page 36, line 3-7). The blood half-life is 
far less that one week (Fig. 3). Hamaguchi et al. also teach that administering the 
immune complex of anti-IL-2 monoclonal antibody and IL-2 enhanced anti-tumor 
effects in mice (Experimental Example 4). 

Hamaguchi et al. teach various immune complexes of an antibody (bottom of 
page 14 to top of page 15) and a cytokine, such as interferon (page 10, line 19) or a 
hormone, such as calcitonin (page 11, line 17). Hamaguchi et al. further teach that 
such an immune complex can be used to treat various diseases such as cancer or 
hormone control abnormality (page 3, 1 st paragraph; bottom of page 27 to the 2 nd 
paragraph of page 30). 

Hamaguchi et al. further teach an immune complex of a monoclonal antibody 
and a-interferon prolonged the blood half-life (bottom of page 5 to top of page 6) by 
twelve times as evidenced by Frincke et al. (WO 85/00974, column 5, lines 29-47). 

Thus, the reference of Hamaguchi et al. meets the limitations of claims 1-7, 
10, 14, and 15. 
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Claims Objection — Minor Informalities 

13. Claims 1-7, 10, and 14-16 are objected to because of the following informalities: 

(i) . Claim 1 has a typographic error in line 1: "An method" should be amended as "A 

method". 

(ii) . Claim 7 is incomplete. 

(iii) . Claim 1-6, 10, and 14-16 recite non-elected endogenous ligands, whereas claims 

14-16 are objected to because they recite non-elected diseases. 
Appropriate correction is required. 

Conclusion 

14. No claims are allowed. 



Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ruixiang Li whose telephone number is (571) 272-0875. 
The examiner can normally be reached on Monday through Friday from 8:30 am to 5:00 
pm. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol, can be reached on (571) 272-0835. The fax number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
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applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, please contact the Electronic 
Business Center (EBC) at the toll-free phone number 866-217-9197. 

/Ruixiang Li/ 

Primary Examiner, Art Unit 1646 



Ruixiang Li, Ph.D. 
December 21, 2008 



